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IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 



Applicants : Timothy Norris et al . 

Serial No. : 09/711,272 GROUP ART UNIT: 1624 

Filed : November 9, 2 0 00 EXAMINER: T. McKenzie 

For . : STABLE POLYMORPH ON N- ( 3 -ETHYNYL PHENYL ) - 6 , 7 -BIS 

( 2 -METHOXYETHOXY) - 4 - QUINAZOL INAMINE HYDROCHLORIDE, 
METHODS OF PRODUCTION, AND PHARMACEUTICAL USES 
THEREOF 

1185 Avenue of the Americas 
New York, New York 1003 6 
July 22, 2 004 

Mail Stop Issue Fee 
Commissioner for Patents 
P.O. Box 1450 
Alexandria VA 22313-1450 

Sir : 

COMMUNICATION UNDER 37 C.F.R. §1.312 

A Notice of Allowance was issued on May 26, 2004 in connection 
with the above-identified application indicating that it was 
responsive to applicants' RCE of September 18, 2003. However, 
applicants also filed a Second Supplemental Amendment in 
connection with this application on December 15, 2003, a copy 
of which is attached as Exhibit A. The May 26, 2004 Notice of 
Allowability which accompanied the Notice of Allowance did not 
indicate that applicants' December 15, 2003 Amendment has been 
entered and considered. 

Applicants hereby request pursuant to 37 C.F.R. §1.312 that 
their December 15, 2003 Second Supplemental Amendment be 
entered and considered in the above-identified application. As 
evidence of receipt of the December 15, 2003 Amendment by the 
United States Patent and Trademark Office, applicants also 
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include in Exhibit A a copy of the facsimile receipt 
confirmation generated by the Office on December 15, 2003. 

In addition, applicants request that the Examiner confirm that 
certain references which were not initialed by the Examiner 
have been considered. Specifically, in the copies of the PTO 
Form 1449 attached to the May 26, 2004 Notice of Allowability, 
the following four references were not initialed: 

1. U.S. Patent Application Publication No. 2 002/00 613 04, 
Miller et al., published May 23, 2002 (Exhibit 1) ; 

2. U.S. Patent No. 6,476,040, Norris et al . , issued 
November 5, 2 002 (Exhibit 2); 

3. U.S. Patent No. 6,169,091, Cockerill et al . , issued 
January 2, 2001 (Exhibit 3); and 

4. U.S. Application Serial No. 09/355,534, Allen et al . , 
filed July 29, 1999, claims only (3 pages) (Exhibit 4) . 

Applicants note that item 4 is a copy of what were the pending 
claims of copending U.S. Application Serial No. 09/355,534 
("the * 534 application"). The pending claims of the *534 
application were submitted for the Examiner's consideration 
pursuant to 37 C.F.R. §1. 98(a). The '534 application is a 
§371 national stage of PCT International Application 
PCT/IB99/00612 , which published on November 4, 1999 as WO 
99/55683. WO 99/55683 was submitted by applicants in an 
Information Disclosure Statement filed June 29, 2001 and has 
been considered by the Examiner in this application. 
Applicants further note that the '534 application issued on 
March 16, 2004 as U.S. Patent No. 6,706,721 ("the '721 
patent"). A copy of the '721 patent is enclosed as Exhibit 5 
for the Examiner's consideration. Applicants request that the 
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Examiner make this patent of record in the subject 
application. A form PTO 1449 listing the '721 patent and again 
listing U.S. Serial No. 09/355,534 (claims only, 3 pages) is 
attached as Exhibit B. 

Applicants also note that item 2 was cited by the Examiner on 
Form PTO-892 attached to the Notice of Allowability. However, 
for completeness of the record, applicants request that the 
Examiner also initial item 2 on the Form PTO 1449. 

During a July 21, 2004 telephone conference between Examiner 
McKenzie and Muriel Liberto of the undersigned attorney's 
office, Examiner McKenzie indicated that the December 15, 2003 
Amendment was not considered due to an error on the part of 
the Patent Office and that the Amendment would be considered 
upon the filing of a request pursuant to 37 C.F.R. §1.312. 

Examiner McKenzie further stated that he would initial all 
considered references submitted in applicants' Supplemental 
Information Disclosure Statements of September 30, 2003 and 
September 18, 2003. In order to facilitate the Examiner's 
consideration of these references, copies of items 1-4 are 
attached hereto as Exhibits 1-4, respectively. Copies of the 
partially initialed PTO Forms 1449 are attached hereto as 
Exhibit C (2 pages) . Applicants respectfully request that the 
Examiner consider items 1-4 and return a copy of each 
completely initialed PTO Form 1449 to applicants. 
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No fee is deemed necessary in connection with the filing of 
this Communication. However, if any fee is required, 
authorization is hereby given to charge the amount of such fee 
to Deposit Account No. 03-3125. 



I hereby certify that this 
correspondence is being deposited 
this date with the U.S. Postal 
Service with sufficient postage as 
first class mail in an envelope 
addressed to: 

Mail Stop Issue Fee 
Commissioner for Patents 
P.O. Box 1450 




Respectfully submitted, 




John P. White 
Registration No. 28,678 
Gary J. Gershik 
Registration No. 39,992 
Attorneys for Applicants 
Cooper & Dunham LLP 
1185 Avenue of the Americas 
New York, New York 1003 6 
(212) 278-0400 
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Dkt . 1919/62814-A/JPW/GJG/JBC 
IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 

Applicants : Timothy Norris et al . 

Serial No. : 09/711,272 Group Art Unit: 1624 

Filed : November 9, 2000 Examiner: T. McKenzie 

For : STABLE POLYMORPH ON N- ( 3 -ETHYNYL PHENYL ) - 6 , 

7-BIS ( 2 -METHOXYETHOXY ) - 4 -QUINAZOLINAMINE 
HYDROCHLORIDE, METHODS OF PRODUCTION, AND 
PHARMACEUTICAL USES THEREOF 

1185 Avenue of the Americas 
New York, New York 1003 6 
December 15, 2003 

BY FACSIMILE - 703-872-9306 

Commissioner for Patents 

P.O. Box 1450 

Alexandria, VA 22313-1450 

Sir: 

SECOND SUPPLEMENTAL AMENDMENT 

A Request for Continued Examination ( "RCE" ) including a 
Supplemental Amendment was filed on September 18, 2003 in 
connection with the above- identified application. Accordingly, 
this application is currently pending and this Amendment is being 
timely filed. 



Please amend the subject application as follows: 
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Amendments to the claims 

Please cancel claims 73, 90 and 91 without prejudice to 
applicants' right to pursue the subject matter of these claims 
in this or a related application. 



Please amend claims 26, 29, 50, 63, 64 , 71, 72 and 74, and add 
new claims 92-110 under the provisions of 37 C.F.R. §1.121, as 
set forth in the Federal Register on June 30, 2003 as follows: 
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1. (Previously amended) A homogeneous crystalline polymorph of 
the hydrochloride salt of N- ( 3 -ethynylphenyl ) - 6 , 7 -bis ( 2 - 
methoxyethoxy) -4-quinazolinamine designated the B polymorph 
that exhibits an X-ray powder diffraction pattern having 
characteristic peaks expressed in degrees 2-theta at 
approximately 6.26, 12.48, 13.39, 16.96, 20.20, 21.10, 
22.98, 24.46, 25.14, and 26.91. 

2. (Original) The polymorph of claim 1, characterized by the 
X-ray powder diffraction pattern shown in Figure 3. 

3. (Previously amended) A crystalline polymorph of the 
hydrochloride salt of N- (3 -ethynylphenyl) -6 , 7 -bis (2- 
methoxyethoxy) -4-quinazolinamine designated the B polymorph 
that exhibits an X-ray powder diffraction pattern having 
characteristic peaks expressed in degrees 2-theta at 
approximately 6.26, 12.48, 13.39, 16.96, 20.20, 21.10, 
22.98, 24.46, 25.14 and, 26.91, which Is free of the A 
polymorph. 

4. (Original) The polymorph of claim 3, characterized by the 
X-ray powder diffraction pattern shown in Figure 3. 

5 . ( Previously amended) A composition comprising a 
crystalline polymorph of the hydrochloride salt of N-(3- 
ethynylphenyl) - 6, 7 -bis ( 2 -methoxyethoxy ) - 4-quinazolinamine 
designated the B polymorph that exhibits an X-ray powder 
diffraction pattern having characteristic peaks expressed 
in degrees 2-theta at approximately 6.26, 12.48, 13.39, 
16.96, 20.20, 21.10, 22.98, 24.46, 25.14 and, 26.91, and a 
carrier, wherein the composition is free of the A 
polymorph. 
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(Original) The composition of claim 5, wherein the 
hydrochloride salt of N- (3-ethynylphenyl) -6, 7 -bis (2- 
methoxyethoxy) -4-quinazolinamine exhibits an X-ray powder 
diffraction pattern having characteristic peaks expressed 
in degrees 2-theta at approximately: 
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7. (Original) The composition of claim 5, wherein the N-(3- 
ethynylphenyl ) -6 , 7-bis ( 2-methoxyethoxy ) -4-quinazolinamine 
hydrochloride in the polymorph B form is characterized by 
the X-ray powder diffraction pattern shown in Figure 3. 



Claims 8-13. (Canceled) 

14. (Previously amended) A method of treating abnormal cell 
growth of a cell expressing the epidermal growth factor 
receptor (EGFR) in a mammal which comprises administering 
to said mammal a therapeutically effective amount of the 
polymorph of claim 3, wherein the abnormal cell growth is 
brain cancer, squamous cell cancer, bladder cancer, gastric 
cancer, pancreatic cancer, hepatic cancer, glioblastoma 
multiforme breast cancer, head cancer, neck cancer, 
esophageal cancer, prostate cancer, colorectal cancer, lung 
cancer, renal cancer, kidney cancer, ovarian cancer, 
gynecological cancer, thyroid cancer, non-small cell lung 
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cancer (NSCLC) , refractory ovarian cancer, or head and neck 
cancer. 

15. (Previously amended) The method of claim 14, wherein the 
abnormal cell growth is brain, squamous cell, bladder, 
gastric,^ pancreatic, hepatic, glioblastoma multiforme 
breast, head, neck, esophageal, prostate, colorectal, lung, 
renal, kidney, ovarian, gynecological or thyroid cancer. 



16. (Previously amended) The : 
abnormal cell growth is noi 
refractory ovarian cancer, 

17. (Original) The method 
therapeutically effective 
about 100 mg/kg/day. 

18 . (Original) The method 
therapeutically effective 
3 5 mg/kg/day. 

19 . (Original) The method 
therapeutically effective 
7000 mg/day. 

2 0 . (Original) The method 
therapeutically effective 
2500 mg/day. 

21. (Original) The method 
therapeutically effective 
2 00 mg/day. 



nethod of claim 14, wherein the 
l- small cell lung cancer (NSCLC) , 
or head and neck cancer . 

of claim 14, wherein the 
amount is from about 0.001 to 

of claim 14, wherein the 
amount is from about 1 to about 

of claim 14, , wherein the 
amount is from about 1 to about 

of claim 19, wherein the 
amount is from about 5 to about 

of claim 20, wherein the 
amount is from about ' 5 to about 
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22. (Original) The method of- claim 21, wherein the 
therapeutically effective amount is from about 25 to about 
2 00 mg/day. 

23. (Previously amended) A method for the treatment of abnormal 
cell growth of a cell expressing the epidermal growth factor 
receptor (EGFR) in a mammal which comprises administering 
to said mammal a therapeutically effective amount of the. 
polymorph of claim 3 in combination with an anti-tumor agent 
selected from the group consisting of a mitotic inhibitor, 
an alkylating agent, an anti-metabolite, an intercalating 
antibiotic, a growth factor inhibitor, a cell cycle 
inhibitor, an' enzyme, a topoisomerase inhibitor, a 
biological response modifier, an ant i -hormone, and an anti- 
androgen . 

24. (Previously amended) A process for preparing a crystalline 
polymorph of N- (3-ethynylphenyl) -6, 7 -bis ( 2-methoxyethoxy ) -4- 
quinazolinamine hydrochloride designated the B polymorph, 
which is free of the A polymorph, which comprises the step 
of recrystallizing N- ( 3-ethynylphenyl ) -6 , 7 -bis (2- 
methoxyethoxy) -4-quinazolinamine hydrochloride in a solvent 
comprising alcohol. 

25. (Previously amended) The process of claim 24, wherein the 
solvent further comprises water. 

26. (Currently Amended) The process of claim 24, wherein the N- 
( 3-ethynylphenyl) -6, 7-bis (2-methoxyethoxy) -4-quinazolinamine 
hydrochloride is prepared by coupling a compound of formula 
6 
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NH 9 



with a compound of formula 4 




4. 



27. (Previously amended) The process of claim 26, wherein said 
compound of formula 6 is prepared by heating a compound of 
formula 5 



CH 




NH 



in a suspension of metal alkali and solvent. 



28. (Previously amended) The process of claim 26, wherein said 
compound of formula 4 is prepared by chlorinating a compound 
of formula 3 



OH 
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29. (Currently Amended) A process for the production of the 
polymorph B of claim 1 comprising the steps of: 
a) substitution chlorination of sLarLiug quinazolinamine a 

compound of formula 3 



OH 




having an hydroxyl group, to provide a compound of formula 4 



CI 




4 



by reaction thereof in a solvent mixture of thionyl 
chloride, methylene chloride and dimethyl formamide ; 
b) preparation of a compound of formula 6 




NH 2 

z 6 



in situ from starting material of compound of formula 5 
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5 



NH 2 



by heating the compound of formula 5 in a suspension of metal 
alkali and solvent; 

c) reaction of the compound of formula 6 in situ with the 
compound of formula 4 wherein the compound of formula 6 replaces 
the chlorine in the compound of formula 4 to give the N-(3- 
ethynylphenyl ) -6 , 7 -bis ( 2 -methoxye thoxy ) -4 -quinazolinamine 
hydrochloride; and 

d) recrystallizing the N- ( 3-ethynylphenyl ) -6 , 7 -bis ( 2 - 
methoxyethoxy ) -4-quinazolinamine hydrochloride, in alcohol, into 
the polymorph B form. 

30. (Previously amended) The process of claim 2 ( 9 , wherein the 
substitution chlorination is quenched in the presence of 
aqueous sodium hydroxide . 



31. (Previously amended) The process of claim 29, wherein the 
substitution chlorination is quenched in the presence of 
aqueous sodium bicarbonate. 

32. (Previously amended) The process of claim 29, wherein the 
substitution chlorination is quenched in the presence of 
aqueous potassium hydroxide, aqueous potassium bicarbonate, 
aqueous potassium carbonate, aqueous sodium carbonate, or 
a mixture thereof. 



Claims 33-49. (Canceled) 
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50. (Currently amended) A method of inhibiting the development 
of basal or squamous cell carcinoma of the skin in areas 
exposed to the sun or in persons of high risk to said 
carcinoma, said method comprising administering to said 
persons a therapeutically effective amount of a 
pharmaceutical composition comprised of at least one of N- 
( 3-ethynylphenyl) -6, 7-bis (2-methoxyethoxy ) -4-quinazolinamine 
, and pharmaceuLically or pharmaceuticals acceptable salts 
thereof in* anhydrous and hydrate or hydrate forms, and a 
carrier, so as to thereby inhibit the development of basal 
or squamous cell carcinoma of the skin. 

Claim 51. (Canceled) 

52. (Previously amended) A process of making a composition which 
composition comprises a crystalline polymorph of the 
hydrochloride ' salt of N- ( 3-ethynylphenyl ) -6 , 7-bis ( 2 - 
methoxyethoxy) -4-quinazolinamine designated the B polymorph 
that exhibits an X-ray powder diffraction pattern having 
characteristic peaks expressed in degrees 2-theta at 
approximately 6.26, 12.48, 13.39, 16.96-, 20.20, 21.10, 
22.98, 24.46, 25.14 and, 26.91, which is free of the A 
polymorph, comprising admixing the crystalline polymorph 
with a carrier. 

53. (Previously amended) The process of claim 52, wherein the 
N- (3-ethynylphenyl) -6, 7-bis (2-methoxyethoxy) - 4 - 
quinazolinamine hydrochloride in the polymorph B form is 
characterized by the X-ray powder diffraction pattern shown 
in Figure 3 . 

54. (Previously amended) The process of claim 52, wherein the. 
carrier is a pharmaceutical ly acceptable carrier. 
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Claims 55-57. (Canceled) 

58. (Previously amended) A pharmaceutical composition which 
comprises a therapeutically effective amount of the 
polymorph of claim 3 and a pharmaceutically acceptable 
carrier, wherein the pharmaceutical composition is free of 
the A polymorph. 

59. (Previously presented) The pharmaceutical composition of 
claim 58, wherein said composition is adapted for oral 
administration. 

60. (Previously presented) The pharmaceutical composition of 
claim 59, wherein the pharmaceutical composition is in the 
form of a tablet. 

61. (Previously amended) A process for the production of a 
crystalline polymorph of the hydrochloride salt of N-(3- 
ethynylphenyl) -6 , 7-bis (2-methoxyethoxy ) -4-quinazolinamine 
designated the B polymorph by recrystallization comprising 
the steps of: 

a) heating to reflux alcohol, water and the hydrochloride 
salt of N- (3 -ethynylphenyl) -6, 7-bis (2-methoxyethoxy) - 
4-quinazolinamine so as to form a solution; 

b) cooling the solution to between about 6 5 and 7 0 *C; 

c) clarifying the solution; and 

d) precipitating polymorph B by further cooling the 
clarified solution. 

62. (Previously amended) A composition consisting of a 
homogeneous crystalline polymorph of N- ( 3 -ethynylphenyl ) - 
6, 7-bis (2-methoxyethoxy) -4-quinazolinamine hydrochloride in 
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the form of polymorph B, which is characterized by the 
following peaks: 

Polymorph B 

Anode: Cu - Wavelength 1 1 .54056 Wavelength 2: 1 .54439 (Rel lntensitv:0.500) 
Range # 1 - Coupled 3.000 to. 40.040 StepSize: 0.040 StepTime 1 .00 
Smoothing Width: 0.300 Threshold: 1 .0 
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or, 

Polymorph B 

Anode: Cu - Wavelength 1 1.54056 Wavelength 2: 1.54439 (Rel lntensitv:0.500) 
Range# 1 - Coupled: 3.000 to 40.040 StepSize 0.040 StepTime: 1.00 
Soothing Width:0.300 Threshold: 1 .0 
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1.0 


13.385 


9.6 


20.734 


4.2 


25.617 


3.7 


30.267 


0.9 


36.809 


0.6 


14.781 


2.1 


21.103 


14.4 


25.908 


3.9 


30.900 


1.6 


37.269 


1.1 


15.720 


2.9 


21 .873 


4.7 


26.527 


2.8 


31.475 


2.2 


37.643 


1.4 


16.959 


5.5 


22.452 


4.5 


26.911 


5.6 


31.815 


2.4 


38.114 


1.7 



and at least one carrier. 

63. (Currently amended) A method of treating a subject with a 
tumor by inducing differentiation of tumor cells expressing 
an epidermal growth factor receptor (EGFR) in the tumor 
comprising contacting the cells with an effective amount of 
the compound of claim 3, or a composition of claim D claim 
5 , so as to thereby treat the subject, wherein the tumor is 
brain cancer, squamous cell cancer, bladder cancer, gastric 
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cancer, pancreatic cancer, hepatic cancer, glioblastoma 
multiforme breast cancer, head cancer, neck cancer, 
esophageal cancer, prostate cancer, colorectal cancer, lung 
cancer, renal cancer, kidney cancer, ovarian cancer, 
gynecological cancer, thyroid cancer, non-small cell lung 
cancer (NSCLC) , refractory, ovarian cancer, or head and neck 
cancer. 

64. (Currently amended) A method for the treatment of NSCLC (non 
small cell lung cancer) , pediatric malignancies, cervical 
and other tumors caused or promoted by human papilloma virus 

(HPV) , endometrial cancer, glioma, melanoma, Barrett's 

esophagus (pre-malignant syndrome) , adrenal — cancers , or 
neoplastic cutaneous diseases or atherosclerosis in a mammal 
comprising administering to said mammal a therapeutically 
effective amount of a pharmaceutical composition comprised 
of at least one of N- (3-ethynylphenyl) -6, 7 -bis (2- 
methoxyethoxy ) -4-quinazolinamine , and pharmaceutically or 
pharmaceutical lv acceptable salts thereof in anhydrous srrd 
hydrate or hydrate forms , and a carrier . 

65. (Previously presented) The method of claim 64, wherein the 
treatment further comprises a palliative or neo- 
adjuvant /adjuvant monotherapy. 

66. (Previously presented) The method of claim 64, wherein the 
treatment further comprises blocking epidermal growth factor 
receptors (EGFR) . 



67. (Previously presented) The method of claim 64, for use in 
treatment of tumors that express EGFRvIII . 
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68. (Previously presented) The method of claim 64, wherein the 
treatment further comprises a combination with any of 
chemotherapy and immunotherapy. 

69. (Previously presented) The method of claim 64, wherein the 
treatment further comprises, treatment with either or both 
anti-EGFR and anti-EGF antibodies. 

70. (Previously presented) The method of claim 64, wherein the 
treatment further comprises a further administration to said 
mammal of a member of the group consisting of inhibitors 
of MMP (matrix-metallo-proteinase) , VEGFR (vascular 
endothelial growth factor receptor) , farnesyl transferase, 
CTLA 4 (cytotoxic T-lymphocyte antigen 4) and erbB2 , MAb to 
VEGFr, rhuMAb-VEGF, erbB2 MAb and avb3 Mab. 

71. (Currently Amended) The method of claim 64, wherein the 
pharmaceutical compounds — a^re composition is used as a 
radiation sensitizers sensitizer for cancer treatment or in 
combination with anti-hormonal therapies. 

72. (Currently Amended) The method of claim 64, wherein the 
pharmaceutical compounds — aire composition is used for the 
inhibition of tumor growth in humans in a regimen with 
radiation treatment . 

73. (Canceled) The method of claim 64-, wherein the 



pharmaceutical 


composiLion comprises a crystalline polymorph 

• -. -. . . C -*-r / -v i_l _ __ _ .-1 _ 1 1 A m J ! LQ 


or — cne-nyai uuirxui iuy bdi u ui v j -^^nyny j^yii^ny j. ; u, / j^-j- ^ v ^ 


memoxyecnoxyj 


~ Jl ± ^k^LLj-llcL ZjKJ ± _L 1 Idlll-Ll 1 U.trt> J. y net i_ cu liic i-> pu^yniuj. 


that — exhxbxts- 


an X-ray — powder — diffraction pattern having 


char act eristic 


— peaks expressed rrt degrees 2 - the ta atr 


approx i ma t e 1 y 
22.90, — 24. 4G, 


G.2G, 12.40, 13 .39, 1G.9G, 20.20, 21.10, 

2 5 . 14 — and, 2G . 91, — and a — pharmaceutical ly 
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acceptable caj. jl ier , — wherein the composition ib fj-^e of — the 
A polymorph. 



74. (Currently amended) A method for the treatment of NSCLC (non 
small cell lung cancer) , pediatric malignancies, cervical 
and other tumors caused or promoted by human papilloma virus 

(HPV) , endometrial cancer, glioma, melanoma, Barrett's 
esophagus (pre-malignant syndrome) , adrenal and skin 
cancers, autoimmune, neoplastic cutaneous diseases or 
atherosclerosis in a mammal comprising administering to said 
mammal a therapeutically effective amount of a 
pharmaceutical composition comprised of at least one of N- 

(3-ethynylphenyl). - 6, 7-bis (2-methoxyethoxy) - 4 - 
quinazolinamine, and pha r ma ceu Lie ally or pharmaceutical lv 
acceptable salts thereof in anhydrous and hydrate or hydrate 
forms , 

wherein the treatment further comprises, 

a) treatment with either or both anti-EGFR and anti-EGF 
antibodies, 

b) administration to said mammal of a member of the group 
consisting of inhibitors of MMP (matrix-metallo- 
proteinase) , VEGFR (vascular endothelial growth factor 
receptor) , farnesyl transferase, CTLA 4 (cytotoxic T- 
lymphocyte antigen 4) and erbB2 , MAb to VEGFr, rhuMAb- 
VEGF, erbB2 MAb and avb3 Mab, or 

c) radiation treatment. 

75. (Previously presented) The method of claim 15, wherein the 
abnormal cell growth is pancreatic cancer. 



76. (Previously presented) The method of claim 15, wherein the 
abnormal cell growth is colorectal cancer. 
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77. (Previously presented) The method of claim 15, wherein the 
abnormal cell growth is prostate cancer. 

78. (Previously presented) The method of claim 15, wherein the 
abnormal cell growth is breast cancer. 

79. (Previously presented) The method of claim 15, wherein the 
abnormal cell growth is esophageal cancer. 

80. (Previously presented) The method of claim 15, wherein the 
abnormal cell growth is ovarian cancer. 

81. (Previously presented) The method of claim 15, wherein the 
abnormal cell growth is glioblastoma multiforme. 

82. (Previously presented) The method of claim 15, wherein the 
abnormal cell growth is hepatic cancer. 

83. (Previously presented) The method of claim 15, wherein the 
abnormal cell growth is renal cancer. 

84. (Previously presented) The method of claim 15, wherein the 
abnormal cell growth is gastric cancer. 

85. (Previously presented) The method of claim 15, wherein the 
abnormal cell growth is bladder cancer. 

86. (Previously presented) The method of claim 16, wherein the 
abnormal cell growth is non-small cell lung cancer (NSCLC) . 



87 . 



(Previously presented) The method of claim 16, wherein the 
abnormal cell growth is head and neck cancer. 
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88. (Previously presented) The method of claim 64 for the 
treatment of non-small cell lung cancer (NSCLC) . 

89. (Previously presented) The method of claim 64 for the 
treatment of endometrial cancer. 

90. (Canceled) The — method — erf — claim — 64 — fxrr — tire — treatment — erf 
glioma . 

91. (Canceled) The — method — erf — claim — 64 — for — the — treatment — erf 
melanoma . 

92. (New) A method for the treatment of NSCLC (non small cell 
lung cancer), pediatric malignancies, cervical and other 
tumors caused or promoted by human papilloma virus (HPV) , 
endometrial cancer, glioma, melanoma, Barrett's esophagus 
(pre -malignant syndrome) , adrenal cancers, neoplastic 
cutaneous diseases or atherosclerosis in a mammal comprising 
administering to said mammal a therapeutically effective 
amount of a pharmaceutical composition comprised of a 
crystalline polymorph of the hydrochloride salt of N-(3- 
ethynylphenyl) -6 , 7-bis ( 2 -methoxyethoxy ) - 4 -quinazolinamine 
designated the B polymorph that exhibits an X-ray powder 
diffraction pattern having characteristic peaks expressed 
in degrees 2-theta at approximately 6.26, 12.48, 13.39, 
16.96, 20.20, 21.10, 22.98, 24.46, 25.14 and, 26.91, which 
is free of the A polymorph, and a pharmaceutical^ 
acceptable carrier. 

93. (New) The method of claim 92, wherein the treatment further 
comprises a palliative or neo-adjuvant /adjuvant monotherapy. 

94. (New) The method of claim 92, wherein the treatment further 
comprises blocking epidermal growth factor receptors (EGFR) . 
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95. (New) The method of claim 92, for use in treatment of tumors 
that express EGFRvIlI. 

96. (New) The method of claim 92, wherein the treatment further 
comprises a combination with any of chemotherapy and 
immuno therapy . 

97. (New) The method of claim 92, wherein the treatment further 
comprises, treatment with either or both anti-EGFR and anti- 

- EGF antibodies . 

98. (New) The method of claim 92, wherein the treatment further 
comprises a further administration to said mammal of a 
member of the group consisting of inhibitors of MMP 
(matrix-metallo-proteinase) , VEGFR (vascular endothelial 
growth factor receptor) , farnesyl transferase, CTLA 4 
(cytotoxic T- lymphocyte antigen 4) and erbB2 , MAb to VEGFr, 
rhuMAb-VEGF, erbB2 MAb and avb3 MAb. 

99. (New) The method of claim 92, wherein the pharmaceutical 
compounds are used as radiation sensitizers for cancer 
treatment or in combination with anti-hormonal • therapies . 

100. (New) The method of claim 92, wherein the pharmaceutical 
compounds are used for the inhibition of tumor growth in 
humans in a regimen with radiation treatment. 

101- (New) The method of claim 92 for the treatment of glioma. 

102. (New) The method of claim 92 for the treatment of melanoma. 

103. (New) The pharmaceutical composition of claim 58, wherein 
the therapeutically effective amount is from 1 to 7000 mg . 
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104. 



105. 



106. 



107 . 



108. 



109 . 



110 . 



(New) The pharmaceutical composition of claim 103, wherein 
the therapeutically effective amount is from 5 to 2 500 mg . 

(New) The pharmaceutical composition of claim 104, wherein 
the therapeutically effective amount is from 100 to 1600 mg . 

(New) The pharmaceutical composition of claim 103, wherein 
the therapeutically effective amount is from 5 to 200 mg. 

(New) The pharmaceutical composition of claim 106, wherein 
the therapeutically effective amount is from 2 5 to 2 00 mg . 

(New) The method of claim 14, wherein the therapeutically 
effective amount is from 100 to 1600 mg/week. 

(New) The method of claim 14, wherein the therapeutically 
effective amount of the polymorph is administered weekly. 

(New) A process for the production of the polymorph B of 
claim 3 comprising the steps of: 

a) substitution chlorination of a compound of formula 3 



OH 




3 



having an hydroxyl group, to provide a compound of formula 4 
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CI 




4 



by reaction thereof in a solvent mixture of thionyl 
chloride, methylene chloride and dimethyl formamide; 

b) quenching the substitution chlorination in the presence 
of aqulous sodium bicarbonate; 

c) preparation of a compound of formula 6 




NH 2 



by heating the compound of formula 5 in a suspension of metal 
alkali and solvent; 

d) reaction of the compound of formula 6 in situ with the 
compound of formula 4 wherein the compound of formula 6 replaces 
the chlorine in the compound of formula 4 to give the N-(3- 
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ethynylphenyl ) -6, 7 -bis ( 2 -methoxye thoxy ) - 4 -quinazolinamine 
hydrochloride ; and 

e) recrystallizing the N- (3 -ethynylphenyl) -6, 7 -bis (2- 
methoxye thoxy) -4-quinazolinamine hydrochloride, in alcohol, into 
the polymorph B form. 
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Remarks 

Claims 1-7, 14-32, 50, 52-54 and 58-91 were pending in the 
subject application. By this amendment, applicants have canceled 
claims 73, 90 and 91, amended claims 26, 29, 50, 63, 64, 71, 72 
and 74, and added new claims 92-110. Accordingly, claims 1-7, 14- 
32, 50, 52-54, 58-72, 74-89 and 92-110 are currently pending. 

Support for new claims 92-102 may be found, inter alia, in the 
specification as originally filed on page 13, line 33 to page 34, 
line 28, and on page 24, line 9 to page 27, line 32. 

Support for new claims 103-109 may be found, inter- alia, in the 
specification as originally filed on page 38, lines 9-13, and on 
page 50, lines 16-20. 

Support for new claim 110 may be found, inter alia, in the 
specification as originally filed on page 19 and 11 to page 22, 
line 16. 
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No fee, other than the enclosed $374.00 fee for the extra claims, 
is deemed necessary in connection with the filing of this 
Amendment. However, if any other fee is required, authorization 
is hereby given to charge the amount of any such fee to Deposit 
Account No. 03-312 5. 



Respectfully submitted, 




John P. White 
Registration No. 28,678 
Gary J. Gershik 
Registration No. 39,992 
Attorneys for Applicants 
Cooper Sc Dunham LLP 
1185 Avenue of the Americas 
New York, New York 10036 
(212) 278-0400 
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PENDING CLAIMS 

1. A compound selected from the anhydrous and hydrate forms of 
N- (3-ethynylphenyl) -6, 7-bis (2-methoxyethoxy) -4-quinazolinamine 
mesylate . 

2 . A compound according to claim 1 wherein said compound is an 
anhydrous form of N- (3-ethynylphenyl) -6 , 7-bis (2- 
methoxyethoxy ) -4-quinazolinamine mesylate. 

3 . A compound according to claim 1 wherein said compound is 
polymorph A characterized by the following peaks in its X-ray 
powder diffraction pattern 



Peak No. 


1 


2 


3 


4 


5 


6 


7 


8 


9 


10 


2 q O Cu 


6.3 


7.15 


9.8 


13.4 


13.7 


18.05 


18.9 


19.6 


20.0 


21.35 


d space 


14.1 


12.3 


9.0 


6.6 


6.4 


4.9 


4.7 


4.5 


4.4 


4.15 


Peak No. 


11 


12 


13 


14 


15 


16 


17 


18 


19 


20 


2 q (°) Cu 


21.8 


23.1 


26.8 
















d space 


4.1 


3.85 


3.3 

















4 . A compound according to claim 1 wherein said compound is 
polymorph B characterized by the following peaks in its X-ray 
powder diffraction pattern 



Peak No. 


1 


2 


3 


4 


5 


6 


7 


8 


9 


10 


2 q 0 Cu 


5.4 


8.8 


13.4 


13.7 


15.3 


15.7 


17.4 


17.8 


18.4 


18.8 


d space 


16.3 


10.1 


6.6 


6.5 


5.8 


5.65 


5.1 


5.0 


4.8 


4.7 


Peak No. 


11 


12 


13 


14 


15 


16 


17 


18 


19 


20 


2 q f ) Cu 


19.5 


19.85 


20.1 


21.1 


21.8 


22.6 


24.1 


25.2 


25.9 


26.7 


d space 


4.55 


4.5 


4.4 


4.2 


4.1 


3.9 


3.7 


3.5 


3.4 


3.3 


Peak No. 


21 


22 


23 


24 


25 


26 


27 


28 


29 


30 



2 q O Cu 28.3 30.9 

d space 3.1 2.9 
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5. A compound according to claim 1 wherein said compound is 
polymorph C characterized by the following peaks in its X-ray 
powder diffraction pattern 



Peak No. 


1 


2 


3 


4 


5 


6 


7 


8 


9 


10 


2 q O Cu 


6.0 


8.3 


10.3 


11.5 


12.55 


13.45 


16.0 


16.75 


17.4 


17.9 


d space 


14.7 


10.6 


8.6 


7.7 


7.05 


6.6 


5.5 


5.3 


5.1 


4.95 


Peak No. 


11 


12 


13 


14 


15 


16 


17 


18 


19 


20 


2 q (•) Cu 


18.1 


18.65 


19.35 


20.6 


23.0 


24.0 


24.8 


26.75 


27.2 


36.3 


d space 


4.9 


4.75 


4.6 


4.3 


3.9 


3.7 


3.6 


3.3 


3.3 


2.5 



6. A compound according to claim 1 wherein said compound is N-(3- 
ethynylphenyl ) -6 , 7 -bi s ( 2 -me thoxye thoxy ) -4-quinazolinamine 
mesylate monohydrate . 

7. A pharmaceutical composition for the treatment of a 
hyperprolif erative disorder in a mammal which comprises a 
therapeutically effective amount of a compound according to 
claim 1 and a pharmaceutically acceptable carrier wherein the 
hyperprolif erative disorder is brain cancer, lung cancer, 
squamous cell cancer, bladder cancer, gastric cancer, 
pancreatic cancer, breast cancer, head cancer, neck cancer, 
renal cancer, kidney cancer, ovarian cancer, prostate cancer, 
colorectal cancer, oesophageal cancer, gynecological cancer 
or thyroid cancer . 

9. A method of treating a hyperprolif erative disorder by 
inhibiting the epidermal growth factor receptor ( "EGFR" ) in 
a mammal which comprises administering to said mammal a 
therapeutically effective amount of a compound according to 
claim 1 wherein the hyperprolif erative disorder treatable by 
inhibition of the epidermal, growth factor receptor ( "EGFR" ) 
is brain cancer, squamous cell cancer, bladder cancer, gastric 
cancer, pancreatic cancer, breast cancer, head cancer, neck 
cancer, oesophageal cancer, prostate cancer, colorectal 
cancer, lung cancer, renal cancer, kidney cancer, ovarian 
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cancer, gynecological cancer or thyroid cancer. 

12. A pharmaceutical composition comprising a compound according 
to claim 1 and a pharmaceutically acceptable carrier. 

13. The pharmaceutical composition of claim 12, wherein the 
compound is essentially polymorph A. 

14. The pharmaceutical composition of claim 12, wherein the 
compound is essentially polymorph B. 

15. The pharmaceutical composition of claim 12, wherein the 
compound is essentially polymorph C. 
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